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PERTNEAL COMPRESSION OF THE CORPUS SPONGIOSUM OF 
THE BULBAR URETHRA: AN OPERATION FOR POST RADICAL 
PROSTATECTOMY URINARY INCONTINENCE. Thomas A. Stamcy, 
Stanford, CA (Presentation by Dr. Stamcy) 

Many excellent Surgeons report a 5% rate of urinary incontinence after 
radical prostatectomy. Urinary Incontinence is of greater concern to most 
patients than fs erectile rmpotency since orgasmic function is always 
preserved. Artificial sphincter with circumferential compression of the 
bulbar urethra arc often unsatisfactory because of Infection, pressure erosion 
of the urethra and incomplete control of incontinence 

Based on our Success with endoscopic suspension of the vesical neck in 
tvomcn with Stress urinary incontinence* we have designed and tested 3 
similar o petition for men with post radical prostatectomy incontinence. Two 
bioad bols 'ers of 6 mm diameter Daeron®, covered by a sleeve of Gore-Ten® 
to prevent stretching of the Dacron, are placed transversely across the 
bulbospongiosus muscle just distal to the superficial trans versus perinei 
muscle- Both bolsters 13-5 cm long) arc prepared prior to surgery with two 
long Prolono fl 1 sutures which anchor each end of each bolster. Four 
suprapubic needle passes (two on each side) of an extra long modified Stamcy 
needle with two holes at the distal end (Green wald Surg. Co., USA) are 
required to transfer the eight perineal sutures to the abdominal rectus fasda, 
Cystoscopy is required after each needle passage to insure absence of bladder 
or urethral perforation. Intraoperative perineal pressures of the spongy 
urethra must be about 100 cm of water for complete postoperative continence. 
A Stamcy suprapubic tube (Cook UroU U left In place until all residual urine 
has dissipated, a process that can take as long as three months. All patients 
with their intraoperative and postoperative bulbar urethral pressures wjU 
be presented. The overall results are excellent although the follow-up 
remains short. 
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ALTERED EXTRACELLULAR MATRICES DfvKfVCD FROM BONg 
FIBROBLASTS INFLUENCE ANDROGEN RESPONSIVE GENES IN 
OVERLYING H I'M AN PROSTATE CANCER CELLS- Michael H. Rape. W c f-fW 
Sfiu. Jeffrey K Gordon. Mictuci J. Drafte. aud Brian C-5. Liu. New York NY (Pracnliabn 
la ht m*4c r*y Dr- tartct 

The prOtulic epUheJidm, whether benign or malignant, resides in a complex 
^avl/cnmenc flee cm evidence •uuciv tfiu Muuc specific alicmioru in £cn? expression 
may be idaicd to ccJI-ccU imcraciiom and the Influence of the undcrijriAE flzinceOabr 
twvta (ECM). To tnvcaliptc die brpMbcib thai ECM may ropiliUJ prostate odl behavior 
aad androgen rcapciMtve pact, we hive tolited md identified (be ECM aM 
froff narmil bone ftfrreblw x*6 from fto/mtJ bone foroblmu ibal were prown in ihc 
presence of 10 r\M dihydnatcftoataone (DHT). 

(Jung Western blot analyie*, we observed thai I tie DHT treated bone fibrebUiU 
expraed greaiey type fV ccUAjpen than if* unseated bone iTbttxbfeW. r^nficmrafc, DHT 
traded bone fibrcfetailj haw a decrease in lamtnia aad Chmncodji when compared wStft the 
indicated bone fibroblaiti. 

Human jxnrlalc cancer LNCaP oolla wcw on ECM derived ton imuvxlfd and DHT 
treated bone ubro6U.il eella id ibe abaeaec of cxo£caoiii DHT. and the expiration of 
proauze tpcculc anitfcn (PSA) w» determined. w c otoenn* lhal PSA m ap-rcprialcd 
Onore iXm 5-frW) when the LNCaP eelb were gjnwt on Ote ECM derived tran DHT treated 
bone GbreblajU even in Ibe abuse orexogmoui DHT. The expreoloo of PSA via qoi do. 
rcguklad when the LNCaP odli won pown on ECM derived bom imfmaliMl bone fibroblasti. 
FanhcnDOfe, when the LNCaP ccUi wen puwn on TnuaWeU filial, whkfa aepaxilad Lhe 
eelN (rofli the ECM derived from DHT utawd bone GbtoblaiU, no screw in PSA 
expfciaien wg* dqrcirtf, 

Te determine (he mccTunitm to which the ECM may rcpikfe PSA eiproiioo in tho 
LNCiP ocUa. the eKpreulon of «n4re£en rcecpfoni on the LNCaP cctb wmi determined. 
Uibg revcrac vvierirooo polymcmc chain reaction (RT-PCR) and Wmas blot anaJyaca, 
we thawed (bit wben the LNCaP ccQi wen; erowc on Plaok cuttun; tuba in die picatncc of 
10 aM DHT. mi bercaac in ifldrocca re c ept or protein* «u observed Tha «n fouowed by a 
aown-ii^ i ilatioo of the andropaa rcccpicr moaapc. Whm the LNCaP oeQj wero pown on 
ECM of Untreated bone Gbnbbiu, no detectable hwicajc in an dragon nxeptor pioleiin ma 
O Pau w ul and te utoioccn receptor mcaaacc (mKNA) ^aa al (he aamo and of ezpjcaakro ai 
LNCA? eelb £ro»n on phatie «Hlne diaha wjlhoiA the pnaence of DHT. Howew . vrhen 
te LNCaP ccUa were pt>*o on ECM domd two DHT instcd bone fibrofalaala. an np* 
reculailon of andreten rcccpvsf protein* wi» demoti noted on Western blot* and the 
androgen foeepiormRNA wu »hown to be dMTHC£UUied when aauyed by RT-PCK 

When ine LNCip ee/U were pnvft on TrcuWcQ fiter*, which acparited the cctk torn 
the ECM derived bona DHT traated bone Gbrobtaata. no incneaae in androgen iceepw 
pmeina wu obaerved. Pmthcmiofc; no down-ngulalion of andrefen leeenco? mRNA waj 
wben the LNCaP edb were pown on TrenaWel) filtai. 
The abo»c icanbi ra££caJ that DHT hu both « dbea and on indirect edect on LNCaP 
ccDj. %a& may act via the eaoaocUular nialria eomponcfila. Thou nsraha may alio partially 
explain the clinical obacrvation that bone provide* a fertile aoQ for proflatc cancer growth. 
praKCeraiion. <td meuiu>U, 
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MUSCARINIC RECEPTORS MAY ACT AS AGOMST-DEPENDENT 
ONCOGENES IN HUMAN PROSTATE CANCER. Waller Ruvford, 
Girish v, Shah, and Mark J. Noble. KC, KS (Prcsiented by Dr. RayforU) 

Musenrpic receptors (MR) are pn manly expressed in neurons and 
f ully-diffe!|enualcd cells. However, recent studies indicate Ihcsc rcccpLurs 
can induce iransformauon w hen expressed in immature wclLs ^ ilh 
pfoliferau'vt eapactiy. MR arc present in the human prostate and participate 
in the s^rcioo' function of the epithelium. Since the neuroendocrine (NE) 
cell papulation is significantly increased in prosLiic cancer (PC), it is likcJy 
that MR. in concert uith other NE factors, may ploy a role in tumor 
progression. To test a possible role for MR in proliferation of PC, we 
studied the effects of carbachol on DNA synthesis in LnCoP ceils. We also 
tested effects of carbachol on cytoplasmic Ca 2 * transients. 

Initially. cfTccis of carbachol and other agents on the rate of 3H- 
thymidine incorporation or bromo dcoxyuridinc labeling were examined in 
cul lured LnCaP cells. The cell proliferation rate was slowed by incubation 
in low-serum medium followed by a second in serum -free medium. Next, 
cells received various doses of carbachol ± atropine for 24 h. 3 H- 
thymidine was added 4 hours prior to termination, and incorporated 3 H* 
thymidine was quantified Id some experiments. LnCaP cells were 
preincubaied wjth pertussis toxin (PTx) for 6 hours prior to addition of 
agonists. In a second group of experiments, effects of carbachol on 
cytoplasmic Ca 2 * transients were examined. Cultured LnCaP cells were 
loaded with indo» 1 AM csicrand ratio fluorescence measurements were 
made using 4 channel video fluorescence microscopy. The celts were 
excited by a Xenon lamp and fluorescent images at 405 and 475 nm 
recorded on intensified CCD cameras after splitting the signal with 
dichrotc mirrors. The 405 nm W75 nm Ouorcsocncc ratios were calculated 
as a function of time and (Ca^)j determined. Carbachol (0. 1-10 nM) 
induced a dose-dependent increase in 3H-Uiymidine uptake- This was 
blocked by atropine implying the carbachol -induced increase was caused 
by acti vau'on of MR- PTx prouTalmcnt of LnCaP cells prevented this 
effecL Carbachol also induced a large increase in cytoplasmic Ca-" 
transients of LnCaP cells. When considered together our results suggest 
carbachol -induced proliferation of LnCaP cells may be mediated throunh 
Gi-proLcins and raise a possibility thai Gi-mcdiaicd mechanisms may play 
an imporu^i role in proliferation of prostate cancer. 
I 
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MORPHOLOGICAL AND FUNCTIONAL CYTODIFFERENTIATION OF 
THE DUNNING PROSTATIC ADENOCARCINOMA. 

Ncww Hayashi", Voshikl Sugimura, Juiehi *Ca*amura and Gerald R. Cuaha' 
Tsu. Mie, Japan and San Francisco, CA. (Pre&entalion by Dr Hayashr) 

Mesenchyme plays a critical role in inducing epithelial morphogenosrs and 
cytod"f(erentialion during normal prostBlic dovslopment, Likewise, 
rnesenchyme can induce completely now morphological and lunctronal 
expression m normal *dut( epthelial cells, The responsiveness ef normal 
adult eprrhelial cefli io mesenehymal induelors has led lo lhe observalionE 
that seminal vesicle mesenchyme (SVM) can induce the Dunning prostatic 
adenocarcinoma epitnelial ceils (DT*E) to dilterenlialc with a concomitant 
reduction in tumorigenears. 

Previous SVM+DT-E oxpenrnents utrlxzccT srrmtl 0,5 mm DT fragments, tn 
lhe preeenl experiments DT-E waa purified from DT cell suspensions by 
P«rcoll gradient cvnirifuoalion and raoombmod with rat neonatal SVM. The 
resultant tissue recombinants (SVM*DT-E) were grafted under renal 
capsules ef male aihymle mice and grown for 2 men I ha. 

Under these conditions SVM induced lhe DT-E to exhibit a highly 
differeniiated secretory phenotype by forming duds lined with tall columnar 
epithelial cells or large clear cells with pale cytoplasm. Whsroas control 
grans of the DT by rtcofl formed large tumors {> 1000 mm 3 ) during lhe 2 
month growth period, the StfM-DT-E recombinants survived bui remained 
small (< 50 miri3). The loss of tumongeniclty in SVM-rDT-E recombinants 
was assoeialed with a striking reduction of epithelial a H-lhymidme labelling 
index in SVM*DT-E recomhinams (DT : S.31%. SVM+DT-E recombfnants : 
0.00%). Differences m secretory proteins were also obaerved m SVM-fOT*E 
recombinants in comparison to DT. Examination of testosterone 
metabolism in grafts of DT versus SVM+DT-E recombinants by thin layer 
chromatography wilh [1J3. 2P' 3 HJ testosterone revealed that the major 
metabolite in DT-E was ^-Adlone. otherwise that of epithelium from 
SVW-DT-E reeornbinanis was DHT similar to dorsal prostate and seminal 
vesicle epithelium 

The above SVM induced changes In OT-E suggest the po&gib firry that 
emerging or established carcinomas might be regulated at least in part by 
their connective tissue microenv iron mem. 
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